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Plasmids, Adenoviruses, and Antibodies
The pcDNA-Flag-TAp63γ was cloned by using PCR with pEGFPc1-TAp63γ as a template as described previously (MacPartlin et al., 2008) . The pGL3-miR-1246 luciferae reporter plasmid was constructed from the miR-1246 promoter with primers as listed in Supplementary Table S1 (5-CGGGGTACCACTTATACTACCCAGTCATTAAGAC and 5-CCGCTCGAGACAGCCCAGAAGCATCTGAACATCT). The fragment was inserted into pGL3 at the KpnI and XhoI sites. The pSIF-miR-1246 plasmid was cloned by inserting its precursor sequence into the pSIF vector at the BamHI and EcoRI sites.
The pSIF vector was kindly offered and previously described by Yong Li (Lu et al., 2008) . The pMIR-DYRK1A and pMIR-DYRK1A mutant plasmids were constructed by inserting the miR-1246-targeted DYRK1A mRNA-coding sequence or its mutant into the pMIR vector (Ambion) at the SpeI and HindIII sites. Adenoviruses encoding GFPTAp63γ, GFP, or GFP-p40 were described previously (MacPartlin et al., 2008) .
pEGFPc1-NFATc1 was a kind gift from Gerald R. Crabtree (Howard Hughes Medical Institute, Stanford University). The pGL3-NFAT luciferase report plasmid containing 3 copies of NFAT binding site was purchased from Cambridge, MA. The sequences of pSIF-miR-1246 are summarized in Table S1 . The anti p63 (4A4, Santa Crutz), anti-Flag (Sigma), anti-p53 (DO-1, Santa Cruz), and anti p73 (cell signaling) antibodies used here were commercially purchased. The anti-DYRK1A was either purchased from Cell
Signaling or a gift from Alexander V. Skurat and Peter Roach (IUSM).
Chemicals
Etoposide was purchased from Sigma-Aldrich Corporation (St. Louis, MO, USA).
Thapsigargin (TG) was obtained from Ronald Wek (IUSM) and CsA was purchased from
Fisher Scientific (Pittsburgh, PA, USA).
Reverse Transcriptase-polymerase Chain Reaction (RT-PCR) and Quantitative (Q) RT-PCR
RT-PCR and Q-RT-PCR for mature miRNAs were carried out by using the methods as described previously (Tang et al., 2006) . RT and Q-RT-PCR for other genes were conducted using the protocol as described before . Briefly, Q-RT-PCR was performed using an ABI 7300 real-time PCR system (Applied Biosystems) with SYBR Green Mix (Applied Biosystems). Relative gene expression was calculated using the C method, following the manufacturer's instruction. All reactions were carried out in triplicate.
Transient transfection and Immunoblot
As described previously (Jin et al., 2008) , briefly, cells were transfected with plasmids as indicated in each figure by using TransFectin (Bio-Rad) and following the company's manuals. Cells were harvested and lysed in lysis buffer 48 hrs post transfection. The total protein concentrations were determined using a BioRad protein assay kit and equal amounts of total proteins (50 µg, otherwise indicated specifically) were then subjected to SDS-PAGE, followed by WB with antibodies as indicated in each figure.
Knockdown of the endogenous miRNA and p53
Hsa-mir-1246 mimic and Negative control were purchased from Gene Pharma. AntimiR™ miRNA Inhibitor and Anti-miR™ miRNA Inhibitors-Negative Control were purchased from Ambion. Si-p53 siRNA was purchased from Santa Cruz. Transfection of miRNA inhibitors was performed using the same method as that for normal siRNA as described previously , using siLentFect TM Lipid (Bio-Rad) by following the manufacturer's protocol.
Flow cytometry analysis
A549 cells were double-transfected with miR-1246 or control mimic. Twenty hour hours post-transfection, cells were harvested, washed with PBS, and then fixed with 70% ethanol as described (Jin et al., 2003) .
Luciferase reporter assays
Cells were transfected with pCMV-β-galactoside and indicated plasmids (total plasmid DNA 1 µg/well) as indicated in figures. Luciferase activity was determined and normalized by a factor of β-gal activity in the same assay as described previously (Jin et al., 2006) . Figure S1 . List of miRNAs identified by a miRNA array analysis reveals miR-1246 as a TAp63γ-specific target. Total RNAs were prepared from H1299 cells infected with adenoviruses encoding either, GFP-TAp63γ, GFP-ΔN-p63γ (or p40) or GFP for ~48 hrs using Qiagen miRNeasy kit, and sent to LC Sciences for miRNA array analyses. The representative data for comparison between GFP-TAp63γ and GFP (Con), or GFPTAp63γ and GFP-ΔN-p63γ (or p40) is shown here. (C) p53 binds to the endogenous p53RE-containing miR-1246 promoter. The same ChIP assay as that in Fig. 3B was conducted except the p53-expression plasmid and anti-p53
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antibodies were used here. 
